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MODIFIED OXIDE 
Field of the invention 

The present invention relates to calcium-containing, phosphor-containing and/or sulphur- 
containing osteoconductive/ osteoinductive titanium/titanium alloy implants based on surface 
oxide chemistry modifications of bone-anchored titanium/titanium alloy implants. The 
invention also relates to a process of producing said implants. 

Background of tlie invention 

Titanium metal is so far the most successfully osseointegrated implant material in long-term 
clinical performance [Adell R. et al., 1990]. Despite excellent biocompatibihty of thin native 
oxide films on titanium implants [Kasemo B. et al., 1986 and Johansson C. B. 1991], 
however, it is generally known that native titanium oxide seldom forms a direct chemical 
bond to bone tissue (often defined as inert ceramic biomaterial) [Li J. et al., 1998]. Various 
surface processing technologies such as plasma spraying, simple immersion/soaking method, 
ion implantation beam associated deposition have been applied to improve biocompatibility 
of titanium implants. Developments of clinical implants based on alterations of the surface 
chemical properties have been associated with so called 'bioactive implant' coated with 
bioactive materials such as various species of hydroxyapatite, calcium phosphate compound, 
bioglass and bioceramic on metal implants [Hench et al., 1990]. However, a number of studies 
have reported poor long-term biological stability, for instance, a delamination (intra- and 
interfacial fracture) of such coating materials as well as biodegradation [Albrektsson T., 1998 
and Gottlander M., 1994]. Among many surface modification methods, anodic oxidation is a 
valuable process to enforce the multifactorial biocompatibility such as the oxide thickness, 
chemical composition, surface morphology, crystallinity, surface roughness change and 
dielectric constant of the surface oxide in titanium implants [Sul et al. 2000a and 2001b]. The 
average maximum stress recorded 33 MPa in the mechanical properties of a thick oxide layer 
[Hala J et al 2000]. Michiaki et al. (1989) and Seishiro (1989) reported the thicker oxide layer 
in few micrometer to few tens of micrometer with few ^m of pore size fabricated in the 
H2SO4 + H3PO4 mixed electrolyte system. The cross-cut structures of the thicker oxide layer 
measured with Scanning Electron Microscopy (SEM) was characterized to have the network 
structure of pore channels and connected channel branches. 

1 

_02096475A1 I > 



wo 02/096475 PCT/SE02/01024 



U.S. 5,478,237 discloses an anodic oxide film containing both calcium and phosphor, which 
by a further hydrothermal treatment provides a film comprising a calcium phosphate 
compound such as hydroxyapatite. 

5 

WO 98/51231 discloses modified titanium oxide layers of about 10-200 iim and an increased 
surface oxide crystallinity and roughness. 

U.S. 5,354,390 discloses a process of forming an oxide layer using anodic oxidation followed 
10 by a heat treatment. 

WO 00/72775 discloses coatings including calcium phosphate compounds. According to WO 
00/72777 and WO 00/72776, the surface of oxide layer on the titanium includes about 20 % 
titanium, about 55 % oxygen and 20 % carbon, the rest of the layer is composed of titanium 
15 oxide. The used electrolytes are inorganic and organic acid, for instance the H2SO4 + H3PO4 
mixed electrolyte system. Cross-sections of the titanium oxide layer disclosed in these 
documents show a very thick layer exhibiting a network of channels, extension of the 
channels and connected channel branches. However, the purpose of the channels is mainly to 
allow the administration of a bone-stimulating agent. 

20 

There exists a need for a titanium/titanium alloy implant having an oxide layer exhibiting 
improved surface properties for a faster and stronger osseointegration. 

Summary of the invention 

25 The object of the present invention is to produce osteoconductive/osteoinductive oxide 
properties of titanium/titanium alloy implants, leading to faster and stronger osseointegration 
in clinical performance of bone-anchored titanium/titanium alloy implants and improved 
clinical success for long-term functional loading in the human body. 

30 This object has been solved by providing a osteoconductive/osteoinductive titanium/titanium 
alloy implant, obtained by anodic oxidation, said implant comprises an additional element in 
the titanium oxide, wherein the additional element is chosen from the group consisting of 
calcium, phosphor or sulphur, said implant exhibits a cross-section of the calcium- 
incorporated osteoconductive/ osteoinductive oxide layer which consists of a double layer 
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Structure of an upper porous layer and a lower compact barrier. The porous upper layer 
exhibits an open stiTJcture comprising a plurality of shallow craters. 

One aspect of the invention provides a process of producing a osteoconductive/osteoinductive 
titanium/titanium alloy implant comprising an additional compound as a titanium oxide 
component, wherein the additional compound is chosen from the group consisting of calcium, 
phosphor or sulphur, using a electrochemical oxidation method, comprising the steps of: 

a) providing anodic electrochemical oxidation of the titanium/titanium alloy implant 
in an electrolyte containing at least one of said additional components, 

b) controlling the anodic forming voltage transient with slope idV/dt\ as to produce 
an oxide layer on said titanium/titanium alloy implant exhibiting a double layer 
stmcture of an upper porous layer and a lower compact barrier layer. 

Another aspect of the invention provides a method of producing the implants according to the 
invention, wherein the additional element is chosen from the group consisting of calcium, 
phosphor or sulphur, comprising the steps of: 

a) controlling tfie anodic forming voltage transient with slope {dV/di) of 2 to 0.3 
dV/dU oxide growth constant (a, ximN\ the current efficiency (nm.cmVc), the 
anodic oxide fomiing rate (nm/sec); 

b) controlling the intensity and extent of breakdown phenomenon and breakdown 
voltage, 

c) controlling the incorporation of either calcium, phosphorous or sulphur into the 
double layer structure of a upper porous and a lower barrier oxide layer by 
colloidal deposition mechanism, 

d) controlling reinforcement of the mechanical properties of said oxide containing an 
additional element for long term functional loading in the human body - to strictly 
confine the anodising time from the first onset of micro arcing phenomenon on the 
titanium/titanium alloy anode to near anodic forming voltage transient with slope 
dV/dt = 0.3, during the different phases of the anodic process; 

e) detecting the first onset of said micro arcing phenomenon of said process during 
the oxidation; 

f) maintain said process by near anodic fomiing voltage transient with the slope, 
dV/dx being about 0.3. 
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Another aspect of the present invention provides a process of producing a osteoconductive/ 
osteoinductive titanium/titanium alloy implant comprising calcium as a titanium oxide 
component, wherein said titanium/titanium alloy implant is electrochemically anodically 
oxidised in (a) at least one calcium-containing electrolyte and (b) EDTA (ethylene diamine 
5 tetra acetic acid) to yield a calcium-containing implant. 

Yet another aspect of the present invention provides a process of producing osteoconductive/ 
osteoinductive titanium/titanium alloy implants comprising phosphor as a titanium oxide 
component, wherein said titanium/titanium alloy implant is electrochemically anodically 
10 oxidised in at least one phosphor-containing electrolyte to yield a phosphor-containing 
implant. 

A further aspect of the present invention provides a process of producing osteoconductive/ 
osteoinductive titanium/titanium alloy implants comprising sulphur as a titanium oxide 
15 component, wherein said titanium/titanium alloy implant is electrochemically anodically 
oxidised in at least one sulphur-containing electrolyte to yield a sulphur-containing implant. 

The oxides produced by the process according to the invention demonstrate excellent 
mechanical strength and do not show a delamination of the oxide film and oxide particles 
20 internalised by the inflanmiatory cells such as microphage and multinuclear giant cell. 

The implants in the present invention takes advantage of the stronger and faster 
osseointegration as proved in animal studies by strong bonding reactions between bone and 
the modified surface chemistry of titanium oxide by using process according to the invention, 
25 and consequently promote highly successful modality in clinical performance of 
osseointergrated titanium implants. In addition, the implant surfaces in the present invention 
have the reinforced mechanical strength and overcome a drawback such as the biological 
delamiantion/ resorption of the coated calcium phosphate and hydroxyapatite on implants, 
resulting in clinical loosening of implants in bone, 

30 Brief description of figures 

The present invention will now be further illustrated by means of drawings enclosed herewith, 
wherein: 

Fig. 1. shows a schematic drawing of the equipment setup. 

4 
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Fig. 2. shows the anode voltage increase in time. The line shows three distinct zones with 
different slope: Zone 1 is linear with the highest slope; zone 2 is non-linear with slope 
dV/dt > 03; and zone 3 is non-linear with dWdr < 0.3. Oxide growth characteristics in 
the three electrochemical zones are exemplified by Scanning Electron Micrographs 
(SEM) of calcium-incoiporated layers, a = barrier oxide film produced in zone 1; b and 
c = the optimal surface prepared at dV/dt > 0.3 of zone 2; e = crack-propagated surface 
obtained in zone 3. 

Fig. 3. shows the electrochemical oxide growth in zone 2 only, and its dependence on various 
parameters as described in the text (numbers 1-12). The incidence of slope dV/dt = 0.3 
is indicated in each plot, as is the electric current density. 
Fig. 4. shows Transmission Electron Micrographs (TEM) of ultramicrotomed cross-sections 
of the three oxide layer types, in order to demonstrate the double layer structure of each 
consisting of the upper porous and lower barrier layer, respectively. U = upper porous 
layer with pores/craters, L = lower barrier layer with no pores/craters, I = titanium/oxide 
interface, Ti = titanium bulk of the implant, D = width of the pore and H = height of the 
pore. Thickness of L»U and size D»H. 
Fig. 5. shows SEM pictures of the surface of Ca, P, and S implants, respectively. 
Fig. 6. shows Light microscopic comparison between an implant produced by conventional 
anodic oxidation (fig. 6a) and a calcium-containing implant according to the present 
invention (fig. 6b). In 6a internalised oxide particles (arrows) are clearly visible in 
macrophages but no oxide particles are present in 6b. The implants by this invention 
also exhibit superior osteoconductivity (larger area of bone to implant contact). Bar = 
100 /I m. Ip=implant, B = bone 
Fig. 7. shows High resolution X-ray Photoelectron Spectroscopy (XPS) at the Ca 2pi/2, P 

2p3/2, and S 2p peak positions of the Ca, P, and S implants, respectively. 
Fig. 8. shows Auger Electron Spectroscopic (AES) measurements of Ca, P, and S 
concentration depth profiles of the Ca, P and S implants, respectively. U = upper porous 
layer with pores/craters, L = lower barrier layer with no pores/craters. 
Fig. 9. shows X-ray Diffraction (XRD) angle measurements of the implants by this invention 

and control implants, respectively. 
Fig. 10. shows mean values of peak removal torque measurements of the implants according 
to this invention compared to control implants. * indicates statistically significant 
differences (p < 0.05), and ** indicates highly statistically significant differences. (Ca 
implants) (p = 0.0001). Standard errors of the mean are given as bars. 
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Fig. 11. shows mean values (%) of bone to metal contact (BMC) measurements of the 
implants according to this invention compared to control implants, ** indicates highly 
statistically significant differences (p < 0.001). Standard errors of the mean (SEM) are 
given as bars. 

5 Fig. 12. shows light microscopic observations showing the much higher osteoconductive/ 
osteoinductive properties of the present implants (1,4, and 6) when compared to control 
implants (2, 3, and 5). 

Detailed description of the invention 

The micro arc anodic oxidation (MAO) process 
10 The present invention produces osteoinductive/osteoconductive titanium/titanium alloy 
implants with additional components (additives: simple calcium, phosphoms, or sulphur 
compounds) electrochemically incorporated into the titanium oxide surface layer. 

As shown in Fig. 1, the MAO process according to the present invention was performed using 
15 an equipment provided with a titanium anode 1 and a platine cathode 2 in an electrolyte 3. A 
DC power supply 4 was connected to a computer in which electrical current and voltage was 
recorded every 0.5 second. The temperature was measured using a thermometer 6 and the 
desired temperature was maintained using a cooling system 5. The electrolyte was stirred 
using a magnetic stirrer bar 7 on a magnetic stirrer plate 8. During the process the anodic 
20 oxide-forming voltage increases with time during three distinguishable phases ("zones") with 
different slopes dV/dt (Fig. 2): In zone 1 the voltage increases linearly; zones 2 and 3 display 
transient slopes of dV/dt > 0.3 and dV/dt < 0.3, respectively. It was found (see below) that the 
best results were obtained by strictly confining the anodising time from the first onset of the 
MAO phenomenon to near the boundary between zones 2 and 3 in Fig. 2, where the slope of 
25 the anodic voltage transient is approximately 0.3. This was orchestrated by controlling the 
following parameters (Fig. 3), given in order of impact on the process: electrical current 
density > electrolyte concentration > surface area ratio of anode to cathode > electrolyte 
temperature > agitation speed > chemical composition of the titanium/titanium alloy electrode 
(ASTM grade 1- 4). 

30 

In zone 1 (Fig. 2), the oxide layer grows linearly with the anodic voltage according to the 
simple relationship D = ocV, where D is the thickness, a is a growth constant, and V is the 
voltage. The oxide layer obtained contains lower concentrations of additives (L in the AES 
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depth profiles of Fig. 8) than the layers obtained in zones 2 and 3, and the morphological 
structure is that of a dense nonporous barrier devoid of pores, craters, and channel networks. 
This is clearly seen in SEM and TEM micrographs (a in Fig. 2 and L in Fig. 4, respectively). 
The thickness of this layer is usually between 200-1000 nm (Figs. 4 and 8). 

5 

Continuing the anodic oxidation into zone 2 produces an additional oxide layer with different 
properties on top of the innermost barrier layer. This outer layer has a multitude of pores and 
craters (b and c in Fig. 2, Fig. 5, and U in Fig. 4) and a higher concentration of additives (U in 
Fig. 8). Furthermore, it is thinner in than the innermost layer with a thickness lower than 100 
10 nm (Figs. 4 and 8), and on all MAO-treated surfaces studied the outer layer constituted less 
than 40% of the two layers taken together. 

Stopping the electrochemical oxidation process at dV/dt ^ 0.3, encompassing zones 1 and 2, 
thus yields a double-layered oxide surface with optimal morphological and mechanical 

15 properties, and this is the case for all three types of additives. If, however, the anodic 
oxidation is allowed proceed into zone 3 (dV/dt < 0.3) the morphology of the oxide layer 
obtained is somewhat similar to that of zone 2 but it is thicker, and has larger and more 
numerous pores, craters, and channels (d in Fig. 2). This is the result of the extended 
breakdown of the zone 3 anodic oxide layer. Such a structure clearly has inferior mechanical 

20 properties than those of zones 1 and 2 as is demonstrated by the microcracks in Fig. 2. In 
addition, it was detected in animal experiments that such a thick oxide film easily 
delaminates, and the oxide particles released may be internalised into inflammatory cells such 
as macrophages and multinuclear giant cells (Fig, 6a). On the other hand, the oxide layers 
with Ca, P, and S additives produced by the MAO process in the present patent claims do not 

25 leave unwanted oxide particles in the tissue (Fig. 6b) and they demonstrate excellent 
mechanical strength, as presented in the experimental section (Table 2). 

Electrolytes 

The chemical nature of the electrolyte in the electrochemical cell is of less importance, 
30 meaning that a large number of Ca, P, and S-containing salts can be used to equally good 
results as exemplified for calcium in the Experimental section (Table 1). Single electrolytes 
are used in the solution but any mixture of two or more relevant compounds may also be used. 
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Specifically for calcium, which, as opposed to the phosphorus and sulphur compounds, 
incorporates into the oxide layer as a one-atomic positively charged ion (Ca^*^), simple 
electrolytes (examples 1-5 in Table 1) gave a relative amount of calcium incorporation of less 
than 10 %, as detected by XPS and AES (Figs. 7 and 8, respectively). For the purpose of 
5 increasing the calcium concentration in the oxide layer, the chelating agent EDTA (ethylene 
diamine tetraacetic acid) was added to the electrolyte solution and the pH adjusted to between 
7 and 12 (examples 7-10 in Table 1). Use of EDTA in this system requires an alkaline pH to 
give good mechanical properties of the oxide layer. 

1 0 Calcium (Ca) implants 

The Ca implants produced by the process according to the present invention were 
characterised with various surface analysis techniques. 

The chemical composition of the Ca implant as measured by XPS clearly reveals that calcium 
15 is a main added constituent of the surface (Ca 2p in Fig. 7). The spectrum shows a doublet 
peak from the Ca orbitals 2pi/2 and 2p3/2 at 351.4 eV and 347.8 eV, respectively (Ca implants) 
The present Ca peak positions may indicate that Ca is present in calcium titanates such as 
CaTiOs. Also, as shown in Fig. 8, AES measurements clearly demonstrate the concentration 
depth distribution of Ca throughout the oxide layer, which proves that calcium/calcium 
20 compounds incorporate into the titanium oxide during said process (maybe by a mechanism 
of colloidal deposition). The relative atomic concentration of Ca is in the range of 0.5 to 48 
%. 

The outer porous layer exhibits between 11 % and 30 % porosity, preferably about 15 %. In 
25 general, porosity is defined a total area of the opening pores /a total of the scanned area x 100 
in %. However, in this invention, the porosity was defined as the total area of the opening 
pores /the total scanned area (3 x 20 jim x 26 iim) in %. 

Osseointegration proved considerably faster and stronger for the implants according to this 
30 invention than for conventional machine-turned implants (Figs. 10-12). Ca implants in 
particular demonstrated the strongest integration with bone tissue: a 240 % increase of 
removal torque (Fig. 10). Furthermore, Ca implants also demonstrated excellent osteo- 
conductivity; the highest degree of mineralization and the closest direct bone to implant 
contact (Fig. 11), with a 273 % (mean value) increase of bone to metal contact (BMC) in all 
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implant threads (Fig. 12), and a 145 % (mean value) increase in the ratio of inside to outside 
bone area (Inside/Outside; %) after 6 weeks of implant insertion in rabbit model (see the 
experimental examples below). 

Phosphorus (P) implants 

The MAO process according to the present invention can also be used for producing 
phosphorus-containing implants (XPS surface analyses in Fig. 7). The outer porous layer of 
the dual-layered oxide surface (U in Fig 4, and Fig. 5) has a thickness below about 1000 nm, 
preferably 100-500 nm. The lower barrier layer (L in Fig 4) has a thickness between about 
300 nm and 2000 nm, preferably 600-1500 nm. The total thickness of both layers typically 
ranges from 300 to 3000 nm but should preferably be between 600 and 1500 nm (Ti and O in 
AES depth profile of Fig 8). The outer porous layer exhibits between 11 % and 30 % porosity, 
preferably about 15 %. The relative phosphorus concentration of the oxide layer of said 
implant is between 1 % and 30 %, preferably between 3 % and 15 % (P in AES depth profile 
of Fig. 8). The relative phosphorus concentration/amounts incorporated into the anodic oxide 
layer increases with layer thickness. The crystal structure is amorphous, and/or amorphous 
and anatase, and/or amorphous, anatase, and mtile (XRD analysis in Fig. 9). 

Phosphorus-containing electrolytes used in the anodising process, singly or in any mixture, 
are chosen from the group consisting of: phosphoric acid, glycerophosphate, sodium 
phosphate, sodium pyrophosphate, sodium phosphinate, anmionium phosphate, and potassium 
phosphate. 

Sulphur (S) implants 

In complete analogy with the above, the MAO process according to the present invention can 
be used for producing implants with sulphur-containing compounds incorporated into the 
titanium oxide surface. The porous outer layer (U in Fig. 4, and Fig. 5) has a thickness below 
1000 nm and should preferably be 100-500 nm, with a porosity between 11-30 %, preferably 
about 15 %. The lower barrier layer (L in Fig. 4) has a thickness between 300-2000 nm, 
preferably 600-1500 nm. Total thickness of both layers typically ranges from 300 to 3000 nm, 
preferably from 600 and 1500 nm (S in Fig. 8). Relative sulphur concentration of the oxide 
layer is between 1 % and 30 %, preferably between 3 % and 15 % (Fig. 8). The relative 
sulphur concentration/amounts incorporated into the anodic oxide layer increases with layer 
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thickness. The crystal structure is amorphous, and/or amorphous and anatase, and/or 
amorphous, anatase, and rutile (Fig. 9). 

Sulphur-containing electrolytes used in the anodising process, singly or in any mixture, are 
5 chosen from the group consisting of: sulphuric acid, potassium sulphate, sodium sulphate, 
sodium thiosulphate, sodium hydrosulphite, and sodium pyrosulphite. 

The present invention will now be further illustrated by means of the following non-limited 
examples. 

10 

Experimental section 

Before the MAO process, all samples were degreased with trichlorethylene and absolute 
ethanol for 15 min, rinsed with absolute ethanol, and dried in an oven at 50 ''C for 24 hours. 
The process was performed using DC power supply connected to an IBM computer in which 
15 current and voltage could be continuously recorded at intervals of 0.5 seconds (Fig. 1). 

Said MAO process, from the first onset of micro arcing phenomenon on the titanium/titanium 
alloy anode to near anodic forming voltage transient with slope dV/dt ^ 0.3, absolutely 
depends on specified combinations of major electrochemical parameters, especially the 

20 intrinsic nature and concentration of said electrolytes, the applied current density, and the 
electrolyte temperature. As typical examples, the present invention controls the anodic 
forming voltage transient as follows: Increases of the current density and the surface area ratio 
of anode to cathode resulted in an increase of the anodic forming voltage transient - 
consequently the anodising time, required to reach anodic forming voltage transient with 

25 slope dV/dt = 0.3, becomes longer, whilst an increase of the electrolyte concentration, 
electrolyte temperature and agitation speed, decreases the anodic forming voltage transient - 
consequently, the anodising time to reach anodic forming voltage transient with slope dV/dt = 
0.3, becomes shorter; decreases of the current density and the surface area ratio of anode to 
cathode decreases the anodic forming voltage transient - consequently, the anodising time to 

30 reach anodic forming voltage transient with slope dV/dt - 0.3, becomes shorter, whilst 
decreases of the electrolyte concentration, electrolyte temperature and agitation speed increase 
the anodic forming voltage transient - consequently, the anodising time to reach anodic 
forming voltage transient with slope dV/dt 0.3, becomes longer. 

10 
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Therefore, any given example of specified combinations of major electrochemical parameters, 
especially the intrinsic nature and concentration of said electrolytes and the applied current 
density, are not limitative. In any cases, however, the whole anodising time did not take more 
than about 120 seconds. The applied DC voltage was in the range from 30 V to 500 V. The 
current density was in the range from 60 mA/cm^ to 4000 mA/cm^. The temperature was in 
the range from 9 "^C to 100 °C. The agitation speed of the electrolytes was in the range from 
zero rpm to 800 rpm. The surface area ratio of the screw type of titanium anode versus the 
platinum counter electrodes was 3.5 %. 

Examples 1 to 10 - electrochemical parameters of the MAO process 

Examples 1-5 is the MAO process in single-component calcium electrolyte systems, the 
electrochemical parameters of which are summarized in Table 1. Said MAO process started 
and ended as follows: for calcium acetate, calcium lactate, and calcium sulphate the first onset 
of the MAO started at 10-13 s. (in the range of approximately 210-230 V), 25-30 s. (approx. 
180-200 V), 8-13 s. (approx. 120-150 V), and 10-13 s. (approx. 210-230 V), respectively. 
The anodizing time to maintain anodic forming voltage transient with slope dV7dr - 0.3, was 
approximately 30-120 s., preferably 30-60 s. For electrical current densities of 60-2000 
mA/cm^, calcium / calcium compounds were incorporated into the anodic oxide film (maybe 
by a colloidal deposition mechanism). More particularly, the calcium amount of said calcium 
implants increased with the current density. 

Examples 6-10 describe the MAO process performed in mixed calcium electrolyte systems, 
also summarized in Table 1. Fig. 3 shows the combinations of major parameters used to 
control the process: the chemical nature and concentration of calcium-containing electrolytes, 
applied current density, electrolyte temperature, and agitation speed. Setting the current 
density to 60 mA/cm initiates the first onset of micro arcing phenomenon, which started at 
about 100 V (8 in Fig. 3) and ended up at 150 V (4 in Fig. 3). Correspondingly, for 300 
mA/cm^ it started at 130 V (7 in Fig. 3) and ended at 300 V (3 in Fig. 3); for 1000 mA/cm^ it 
started at 260 V (6 in Fig. 3) and ended at 450 V (2 in Fig. 3); for 2000 mA/cm^ it started at 
330 V (5 in Fig. 3) and ended at 470 V (1 in fig 3), respectively. In all cases the process ended 
at dV7d/ = 0.3. 
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Table 1. Calcium electrolyte systems and the electrochemical parameters applied in the 
present invention 



No. 


Calcium-containing 
electrolytes 


Concentration, 
(mol/1) 


ICalcium 
amount, 

(relative 
atom %) 


Current 
density, 
(mA/cm^) 


Voltage (V) to 
reach near 
dV7d/ = 0.3 


pH 


1 


calcium hydroxide 


0.1,1.0 


2-5 


60, 300, 1000. 
2000, 4000 


150-500 


> 7.5 


2 


calcium acetate 


0.025,0.15, 1.0 


2-10 


60, 120, 180, 
2000 


200-500 


>7.5 


3 


calcium lactate 


0.1,0.2, 0.5, 1.0 


2-7 


60, 120, 2000 


180-500 


>7.5 


4 


calcium sulphate 


0.1, 1.0 


2-5 


120, 1000 


200-350 


>7.5 


5 


calcium nitrate 


0.1, 1.0 


0.5-0.8 


60, 120 


30 


> 7.5 


6 


calcium acetate + 
calcium hydroxide 


0.1 + 0.1 


4-12 


60, 300, 2000, 
4000 


200-500 


>7.5 


7 


calcium acetate + EDTA 


0.1 + 0.15 


5-20 


60, 300, 1000, 
2000 


220-500 


7.5-10 


8 


calcium acetate + EDTA -f 
maxic aciu 


0.1+0.15 + 0.1 


8-35 


120, 300, 1000, 


250-500 


7.5-10 


9 


calcium hydroxide + EDTA 
+ sodium glycerophosphate 


0.1 + 0.2 + 
0.001 


10-40 


60, 300, 1000, 
2000 


220-500 


7.5-10 


10 


calcium hydroxide + EDTA 
+ succinic acid + sodium 
glycerophosphate 


0.1 + 0.2 + 0.1 
+ 0.001 


15^8 


120, 300, 2000, 
4000 


230-500 


7.5-10 



Example 11 - regulation of the MAO process 

The MAO process according to the present invention is designed to regulate the 
intensity/extension of breakdown phenomena, using the anodic voltage transient with slope 
5 dV/dt as an important parameter. The implant preparation process is characterized by an 
anodic voltage surge (Table 2), visible electric sparking on the anode surface, and gas 
evolution. 
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Table 2. Examples of anodic voltage surge (within boxes). 



v^urreni aensicy = 


= IZH- mA/cm 


Current density = 


300 mA/ cm 


Time, (s) 


Voltage, (V) 


Time, (s) 


Voltage, (V) 


10 


196 


1.5 


260.5 


10.5 


199 


2 


275 


11 


200 


2.5 


140 


11.5 


196 


3 


223.5 


1 o 

xz 




J. 5 


305 


12.5 


204 


4 


183 






4.5 


315 






5 


328.5 



Example 12 - surface Ca, P, and S oxide chemistry 

Surface oxide chemistry of the Ca, P, and S implants was analyzed by AES and XPS 
measurements [Sul et al 2001b]. High-resolution XPS spectra (Fig. 7) indicated the presence 
of calcium titanates such as CaTiOs at the outermost surface for Ca implants, phosphated 
titanium oxides (e.g. Ti(HP04)2-x, TiP04, etc) for P implants, and sulphated titanium oxides 
(e.g. TiS04, Ti2(S04)3, etc) for S implants, Furthermore, depth profiles by AES measurements 
in Fig. 8 obviously showed that Ca, P and S are incorporated throughout the titanium oxide 
layer by said MAO process. 

Example 13 - Transmission Electron Microscopy (TEM) cross-sectional view. 

The oxide films were crosscut using an ultramicrotome and the morphological structure, as 
seen in the TEM cross-sectional view of Fig. 4, demonstrated a double structure. The upper 
porous layer (U in Fig. 4) was characterised by a lot of craters and is much thinner than the 
lower layer (L in Fig. 4). Furthermore, the lower barrier layer did not include any 
pores/craters, extension of pore channels, network of channels or connected channel branches. 

Example 14 - oxide thickness 

The oxide thickness was measured with TEM and AES. The thickness of the calcium 
containing oxide layer consisted of the upper porous layer (U in Fig. 4) + the lower barrier 
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layer (L in Fig. 4). Total thickness of one calcium containing oxide layer, measured by the 
TEM cross-sectional view of Fig. 4, was approximately 300 nm; about 100 nm of U and 200 
nm of L In another example shown in Fig. 8, the oxide thickness of Ca, P, and S implants is 
1296 ± 225 nm, 1224 ± 144 nm, and 1080 ± 324 nm, respectively, measured with AES at one 
5 thread-top, one thread- valley, and in the bottom of the screw implant. 

Example 15 - crystal structure 

A thin-film X-ray diffractometer (TF-XRD, Rigaku Co.), equipped with a PW3020 
goniometer was employed for analyses of the titanium oxide crystal structure. Angles were 
10 scanned between 20° and 80° with a step size of 0.04°. Spectra were recorded using Cu Ka 
radiation (wavelength 1.54 A). Crystal stractures of said calcium implants showed 
amorphous, anatase, and a mixture of anatase and rutile structures (Fig. 9). 

Example 16 - surface roughness 

The surface roughness was measured with confocal laser scanning profilometer 
(TopScan3D®) as described by Wennerberg et al. The surface roughness parameter Sa (the 
height deviation from the mean plane) was 0.83 ± 0.32 fim for control implants, 1.04 ± 0.42 
fim for S implants, 0.82 ± 0.29 fim for P implants, and 0.85 ± 0.32 /xm for Ca implants. The 
corresponding Sex values (the average distance between surface irregularities in the spatial 
direction) were 9.78 ± 1.40 /im, 12.05 ± 3.74 /xm, 11.19 ± 2.33 /zm, 9.83 ± 1.07 /xm, 
respectively. 

Animal studies 

Said Ca, P, and S implants, produced by said process, demonstrated much faster and stronger 
osseointegration as compared to conventional machine-turned implants. Ten mature (average 
age was 10 months) New Zealand white rabbits of both sexes were used. Each rabbit had 
three implants inserted in each tibia and one implant in each femur. After 6 weeks of healing 
time, evaluation of the bone tissue reactions to implants was performed in terms of a 
biomechanical test and histomorphometry. Both have been most widely accepted as excellent 
techniques to prove the bone to implant integration (osseointegration) in in vivo animal 
studies since the 1980's. Statistical analyses of the removal torque measurements were 
performed using the Tukey test for the purpose of multiple comparisons. The 
histomorphometric quantifications were analysed using Wilcoxon Signed Rank Test. 
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Example 17 - biomechanical test (removal torque) 

In removal torque techniques the applied counter-torque needed to unscrew the implant is 
measured. The electronic equipment used allowed torque analysis of the peak loosening 
torque [Johansson et al. 1998]. The Ca implants demonstrated the strongest bone response 
regarding removal torque test. S and P implants also showed significantly stronger bone tissue 
reactions in comparison to controls. As shown in Fig. 10, the multiple comparisons of the 
mean values between all implant groups demonstrated significant difference between test S 
implants vs controls (p = 0.022) and highly significant differences between test Ca implants 
vs controls (p = 0.0001). The mean peak values of the removal torque measurements were 
16,8 Ncm (± 4.5; range 10-25 Ncm) for S implants (n =12), 15.1 Ncm (± 4.3; range 9-20 
Ncm) for P implants (n = 16), 19.4 Ncm (± 3.1; range 14-24 Ncm) for Ca implants, and 12.7 
Ncm (± 1.9; range 10-15 Ncm) for control implants (n = 15). 

Example 18 - histomorphometry 

The histomorphometrical investigations involved (i) quantifications of the bone to metal 
contact (BMC) and (ii) the evaluation of tissue remodelling activity (a rough estimate of the 
osteoconductivity) [Johansson et al. 1998 and Sul et al 2001b]. Routinely stained 
undecalcified Toluidine blue sections (10-30 |j,m thick) were histomorphometrically analysed 
with a Leitz Aristoplan light microscope, which was equipped with a Leitz Microvid unit, 
connected to a PC, enabling the observer to perform quantifications directly in the eye-piece 
of the microscope, using a magnification of lOX and a zoom of 2.5X. The Ca implant 
demonstrated the strongest bone response regarding quantitative histomorphometry. The 
increase of mean BMC values revealed 272 % in Ca implants, 232 % in P implants, and 186 
% in S implants when compared to the paired control groups. Said Ca, P, and S implants (Fig. 
11) showed much higher osteoinductive properties than machine-turned oxide surface of non- 
treated implants. Histological findings (Fig. 12) clearly showed that on the modified surfaces, 
and most particularly the Ca implant surfaces, the bone in close contact to the implant surface 
was more homogeneous and much more densely mineralised while the control surface 
demonstrated a lot of osteoid layers and was less mineralised as seen by the staining reactions. 
Apposition of new bone along said implant surfaces was more diffusely spread in comparison 
with control implants. This indicates the superior osteoconductivity of said implants, 
especially Ca implants. 
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Example 19 - reinforcement of mechanical properties 

The mechanical strength of the oxide layer of anodised implants is an essential requirement 
for the usefulness and safety of clinical applications. Calcium-containing oxides made by said 
MAO process demonstrated excellent mechanical strength. The tensile strength of said oxide 
layer was shown to be 62 MPa (Table 3), which almost corresponds to a 100 % increase 
compared to 33MPa of SE 9901974-7 and to the range of 30 to 35 MPa of US 5478237 A. 

Table 3. Test of tensile strength for the Ca Implant 



Sample Surface area of titanium disc (cm^) Strain, (MPa) 



1 


4.9 


57 


2 


4.9 


62 


3 


4.9 


65 


4 


4.9 


63 


Mean 




62 


Standard.deviation 




3 



Oxidised implants having thicker oxide layers than the present calcium implants (more than 5 
jum, as formed below dV/dt < 0.3 in zone 3 of Fig. 2), showed a delamination of the oxide 
film and oxide wear particles scattered near the implant surface (maybe due to tear-off of the 
thicker oxide films) internalised by the inflammatory cells such as macrophages and 
multinuclear giant cells (Fig. 6a). As a matter of fact, the thicker oxide layer obtained in or 
above zone 3 showed inferior mechanical properties such as microcracks (e in Fig. 2). Other 
oxidised implants having thinner oxide layers with thickness of 202 ± 53 nm, 608 ± 127 nm, 
and 805 ±112 nm formed in zones 1 and 2 (a and b in Fig. 2) did not show "tear off" of the 
oxide film and no oxide wear particles could be detected. 

However, the calcium-containing oxides made by said MAO process demonstrated superior 
mechanical strength and osseointegration properties, better than any implant tested so far, and 
did not exhibit a delamination or oxide particles formation (Fig. 6b). 

Example 20 - measurement of the porosity 

The porosity was defined as the total area of the opening pores /the total scanned area (3 x 20 
jjjn X 26 ja.m) in %. In the table below the pore characteristics of screw implants is shown. 
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The data was obtained using an image analysis of Scanning Electron Microscopy (SEM) 
negatives on 3 randomly selected areas with a scanning area of 20 |mi x 26 |jin. 

Table 4. 

Sample PSD^ Porosity r%)^ Pore number^ 

Group I 1.27 ^lm^ < 8 |xm 12.7 156 

Group n 1.53 pm^ ^8 |Jjii 24.4 245 
Group m 2.10 ^lm^ < 8 pm 18.7 139 
*Pore size distribution (PSD) was presented by opening area and by diameter. 

Porosity defined as the total area of the opening pores/the total scanned area 3 x 20 jim x 26 fim in % 
^Pore number counted in the scanning area of 3 x 20 ixjn x 26 (xm. 

The invention shall not be regarded as being limited to the above embodiments and examples, 
but shall be interpreted within the scope of the appended claims. 
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Claims 

1. Osteoconductive/ osteoinductive titanium/titanium alloy implant comprising an additional 
element in the titanium oxide, obtained by anodic oxidation, 
characterised in, 

that said additional element is chosen from the group consisting of calcium, phosphor or 
sulphur and that said implant exhibits a cross-section of the osteoconductive/ 
osteoinductive oxide layer, which consists of a double layer structure of an upper porous 
layer and a lower compact barrier layer. 

2. Implant according to claim 1, wherein the porous upper layer exhibits an open structure 
comprising a plurality of shallow craters. 

3. Implant according to claim 1 or 2, wherein the upper layer has a thickness below about 
1000 nm, preferably 100-500 nm. 

4. Implant according to any of the preceding claims to, wherein the lower barrier layer has a 
thickness ranging between about 300 nm and 2000 nm, preferably 600-1500 nm. 

5. Implant according to any of the preceding claims, wherein the thickness of said 
osteoconductive/osteoinductive double layer-structured oxide containing an additional 
element is from 300 to 3000 nm, preferably between 800 and 1500 nm. 

6. Implant according to any of the preceding claims, wherein the lower barrier layer 
comprises less of said additional element than the upper porous layer. 

7. Implant according to any of the preceding claims, wherein the lower barrier layer does not 
include any pores/craters or channels. 

8. Implant according to any of the preceding claims, wherein the upper porous layer exhibits 
more than about 11 % porosity and less than about 30 %, preferably about 15 %. 

* 

9. Implant according to any of the preceding claims, wherein the crystal structure of titanium 
oxide is amorphous and/or amorphous and anatase and/or amorphous, anatase and rutile. 
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10.1inplant according to any of the preceding claims, wherein the relative concentration of the 
additional element incorporated into the anodic oxide layer formed on titanium/titanium 
alloy implants increases with the thickness of the oxide layer containing an additional 
element. 

5 

11. Implant according to any of the preceding claims, wherein the relative concentration of 
the additional element in of the oxide layer of said implant is between 1 % and 50 %, 
preferably between 1 % and 25 %. 

10 12. A process of producing a osteoconductive/osteoinductive titanium/titanium alloy implant 
comprising an additional compound as a titanium oxide component, wherein the additional 
compound is chosen from the group consisting of calcium, phosphor or sulphur, using a 
electrochemical oxidation method, comprising the steps of: 

c) providing anodic electrochemical oxidation of the titanium/titanium alloy implant 
15 in an electrolyte containing at least one of said additional components, 

d) controlling the anodic forming voltage transient with slope {dV/dt), as to produce 
an oxide layer on said titanium/titanium alloy implant exhibiting a double layer 
structure of an upper porous layer and a lower compact barrier layer. 

20 13. A process according to claim 12, further comprising the steps of controlling the anodic 
forming voltage transient with slope (dV/dt) and interrupting the oxidation process when 
dV/dt is between 0.2-0.4, preferably about 0.3. 

14. A process of producing osteoconductive/osteoinductive titanium/titanium alloy implants 
25 comprising an additional compound as a titanium oxide component, wherein the additional 
compound is chosen from the group consisting of calcium, phosphor or sulphur, using a 
electrochemical oxidation method, micro arcing oxidation, comprising the steps of: 

a) controlling the anodic forming voltage transient with slope {dV/di), oxide growth 
constant (a, nmfV), the current efficiency (nm.cm^/C), the anodic oxide forming rate 

30 (nna/sec); 

b) controlling the intensity and extent of breakdown phenomenon and breakdown voltage; 

c) controlling the incorporation of either calcium, phosphorous or sulphur into the double 
layer structure of a upper porous and a lower barrier oxide layer by colloidal deposition 
mechanism, 
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d) controlling reinforcement of the mechanical properties of said calcium-containing 
oxide for long term functional loading in the human body - to strictly confine the 
anodising time from the first onset of micro arcing phenomenon on the 
titanium/titanium alloy anode to near anodic forming voltage transient with slope dV/dt 
s= 0.3, during the different phases of the anodic process; 

e) detecting the first onset of said micro arcing phenomenon of said process during the 
oxidation; 

f) maintaining said process by near anodic forming voltage transient with the slope, dV/dt 
being about 0.3. 



15. Process according any of the claims 12-14, wherein current density (mA/cm^) ranges from 
30 to 4000 mA/cm^, preferably from 60 to 2000 mA/cm^. 

16. Process according to any of the claims 12-15, wherein the anodic forming voltage ranges 
from 30 to 500 V, preferably from 250 to 500 V. 

17. Process according to any of the claims 12-16, wherein the temperature during the process 
ranges from 10 to 100 °C, preferably from 10 to 50 °C. 

18. A process of producing a osteoconductive/osteoinductive titanium/titanium alloy implant 
comprising calcium as a titanium oxide component, wherein said titanium /titanium alloy 
implant is electrochemically anodically oxidised in (a) at least one calcium-containing 
electrolyte and (b) ethylene diamine tetra acetic acid to yield a calcium-containing implant. 

19. Process according to claim 18, wherein the calcium-containing electrolyte used in the 
anodising process is chosen from the group consisting of: calcium acetate, calcium 
carbonate, calcium chloride, calcium citrate, calcium glycerophosphate, calcium 
hydroxide, calcium lactate, calcium nitrate, and calcium sulphate. 

20. Process according to any of the claims 18-19, wherein the anodic oxidation is performed 
at an alkaline pH value. 

» 

21. Process according to any of the claims 18-20, wherein mixture used in the anodic 
oxidation process also includes weak acid electrolytes, chosen from the group consisting of 
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boric acid, maleic acid, malonic acid, oxalic acid and succinic acid. 

22. Process according to any of the claims 18-21, wherein mixture used in the anodic 
oxidation process also includes a phosphor-containing compound. 

23 -Calcium-containing titanium/titanium alloy implant obtained by the process according to 
any of the claims 12-22. 

24. A process of producing osteoconductive/osteoinductive titanium/titanium alloy implants 
comprising phosphor as a titanium oxide component, wherein said titanium/titanium alloy 
implant is electrochemically anodically oxidised in at least one phosphor-containing 
electrolyte to yield a phosphor-containing implant. 

25. Process according to claim 24, wherein the phosphor-containing electrolyte used in the 
anodising process is chosen from the group consisting of: phosphoric acid, glycerol- 
phosphate, sodium phosphate, sodium pyrophosphate, sodium phosphinate, ammonium 
phosphate, potassium phosphate. 

26. Phosphor-containing titanium/titanium alloy implant obtained by the process according to 
any of the claims 12-17 or 24-25. 

27. A process of producing osteoconductive/osteoinductive titanium/titanium alloy implants 
comprising sulphur as a titanium oxide component, wherein said titanium/titanium alloy 
implant is electrochemically anodically oxidised in at least one sulphur-containing 
electrolyte to yield a sulphur-containing implant. 

28. Process according to claim 27, wherein the sulphur-containing used in the anodising 
process is chosen from the group consisting of: sulphuric acid, potassium sulphate, sodium 
sulphate, sodium thiosulphate, sodium hydrosulphite and sodium pyrosulphite. 

29.Sulphur-containing titanium/titanium alloy implant obtained by the process according to 
any of the claims 1 2- 1 7 or 27-28 . 
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SO.Titanium/titanium alloy implant comprising an additional element in the titanium oxide, 
obtained by anodic oxidation, wherein said additional element is chosen from the group 
consisting of calcium, phosphor or sulphur and that said implant exhibits a cross-section of 
the oxide layer, comprising an upper porous layer and a lower compact barrier layer. 



0209647SA1_I_> 



23 



wo 02/096475 



PCT/SE02/01024 




SEX)CID-<WO 02096475A1 I > 



SUBSTITUTE SHEET (RULE 26) 



wo 02/096475 



PCT/SE02/01024 



2/14 




C\2 



CO 



CO 



to 



^ CO 



to 



CO 



CV2 



o 

CO 



a> 

s 



o 



C\2 

6 



CO 



CN2 



(a) 9§«1Ioa SmuiJOj 



SUBSTITUTE SHEET (RULE 26) 

•OaO:<WO 0209647SA1 I > 



wo 02/096475 PCT/SE02/«1024 

3/14 




SUBSTITUTE SHEET (RULE 26) 

30OCI0-<WO a2096475A1 I > 



wo 02/096475 



PCT/SE02/01024 



4/14 





SUBSTITUTE SHEET (RULE 26) 

OCIDkWO 02096475A1 I > 



wo 02/096475 



PCT/SE02/01024 



5/14 



Ca implant 








P implant 




S implant 



FIG. 5 




SUBSTITUTE SHEET (RULE 26) 



wo 02/096475 



6/14 



PCT/SE02/01024 






SUBSTITUTE SHEET (RULE 26) 

>OCID:<WO ^02096475A1 I > 



wo 02/096475 PCT/SE02/01024 



7/14 




470 465 460 455 450 

Bilding Energy (ev) 




I ■ 1— 1 1 I t . I 

175 170 165 160 . 155 



Bilding Energy (ev) 

FIG.7 

SUBSTITUTE SHEET (RULE 26) 



SDOC1D- <WO 



02096475A1 I > 



wo 02/096475 



PCT/SE02/01024 



8/14 




140 135 130 125 

Bilding Energy (ev) 




360 355 350 345 340 



Bilding Energy (ev) 

FIG. 7 cont. 

SUBSTITUTE SHEET (RULE 26) 

.02096475A1 I > 



wo 02/096475 



PCT/SE02/01024 



9/14 



100 




0 40 80 120 

Sputter time (min) 




« 



" 20 40 60 80 100 

FIG. 8 



02096475A1 I > 



SUBSTITUTE SHEET (RULE 26) 



wo 02/09647S 



PCT/SE02/01024 



10/14 



100 



5^ 



o 



80 



2 60 
"a 

o 

8 40 

o 

B 

P 20 



0 



0 



0 



TI 



20 



J. 



P implant 



40 60 80 

Sputter time (min) 



100 



100 




FIG. 8 cont. 



10 15 
Sputter time (min) 



.0209647SA1 I > 



SUBSTITUTE SHEET (RULE 26) 



wo 02/096475 



PCT/SE02/01024 



11/14 



ed 



m 
a> 




Control 



Ti 



Ti 



0 



20 40 50 60 
Diffraction angle (20) 



70 



80 



S3 



as 



m 
D5 



0 



FIG. 9 



Ti 



S implant 




20 40 50 60 
Diffraction angle (20) 



80 



02096475A1 I > 



SUBSTITUTE SHEET (RULE 26) 



wo 02/096475 



PCT/SE02/01024 



12/14 



a 



CO 



<D 



f 



0 



P implant 




20 40 50 60 
Diffraction angle (20) 



70 



80 



l=! 

;3 



as 



03 



a> 



Pi 



Ti=Titaniiini 
A=Anatase 



0 



Ti 



20 



Ca implant 




40 50 60 
Diffraction angle (20) 



FIG, 9 cont. 



.02096475A»_I_> 



SUBSTITUTE SHEET (RULE 26) 



wo 02/096475 



PCT/SE02/01024 



13/14 




Control s implant f implant ua implant 

FIG. 11 



0S096475A1 I > 



SUBSTITUTE SHEET (RULE 26) 



♦1 



wo 02/096475 



PCT/SE02/01024 



14/14 



CO 



to 



CO 




cd 



B 

Ph 



o 



o 



cd 



CO 



O 



C3 

o 



C\2 




o 



o 



cd 



Cd 



>OCID: <W0. 



.02096475A1J_> 



SUBSTITUTE SHEET (RULE 26) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/SE 02/01024 



A. CLASSIFrCATION OF SUBJECT MATI ER 



IPC7: A61L 27/06, A61L 27/30 ^ tp^ 

According to International Patent Classification (IPC) or to both national classincaiion and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classificaiion system followed by classification symbols) 



IPC7: A61L. A61C 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

SE,DK,FI,NO classes as above 



Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



E,A 



Biomaterials, Vol 23, 2002, Young-Taeg Sul et al, 

"Qualitative and quantitative observations of bone 
tissue reactions to anodised implants", pages 
1809-1817. 



1-29 



E,A 



Biomaterials, Vol 23, 2002, Young-Taeg Sul et al, 

"Characteristics of the surface oxides on turned 
and electrochemically oxidized pure titanium 
implants up to dielectric breakdown: the oxide 
thickness, micropore configurations, surface 
roughness, crystal structure and chemical 
composition", pages 491-501. 



1-29 



Py] Further documents are listed in the contmuation of Box C. See patent family annex. 



* special categpries of cited documents: 

"A" document defining tlie general state of the art which is not considered 

to be of particular relevance 
"E" earlier application or patent but published on or after the international 

filing dare 

"L" document which may throw doubts on priority ci2im(s) or which is 
dted to establish the publication date of another citation or oUio* 
special reason (as spedfiecO 

document referring to an cffal disclosure, use, exhibition or o&er 
means 

"P* document published prior to the international filing date but later than 
the priority date claimed 



*T* late* document published after the international filing date or priority 
date and not in conilict with the application but cited to understand 
the principle or theory underlying the invention 

*X* document of particular relevance: the claimed invention cannot be 
conadered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particiJlar relevance: the claimed invention cannot be 
consdered to involve an inventive step when the document is 
combined with one or more o^er such documentSi such combination 
being obvious to a person skilled in the art 

"Stf document member of the same patent family 



Date of the actual completion of the international search 



30 August 2002 



Name and mailing address of the ISA/ 

Swedish Patent Office 

Box 5055, S-i02 42 STOCKHOLM 

Facsimae No. + 46 8 666 02 86 



Date of mailing of the international search report 



0 5 -03- 2002 



Authorized officer 

Monika Bohlin/EK 

Telephone No. -4- 46 8 782 2S 00 



Form PCT/ISA/210 (second sheet) (July 1998) 



SDOCID <WO 020g6475A1 I > 




INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/SE 02/01024 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Otation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Medical Engineering & Physics, Vol 23, 2001, 

Young-Taeg Sul et al, ''The electrochemical oxide 
grovfth behaviour on titanium in acid and alkaline 
electrolytes", pages 329-346. 



1-29 



Journal of Materials Science: Materials in Medicine 

Vol 12, 2001, Y T Sul et al, "Oxidized implants and 
their influence on the bone response", pages 
1025-1031. 



1-29 



STN International, File CAPLUS, CAPLUS accession no 
1992:455890, Document noH7: 55890, 
Kato, Makoto et al: "On the dental application of 
titanium-base alloy. 6. Effect of the composition 
of electrolytic solutions in anodizing the 
material" & Nagoya Kogy Gijutsu Shikensho Hokoku 
(1992), 40(8/9), pages 282-90. 



1-29 



WO 0072777 Al (NOBEL BIOCARE AB) , 7 December 2000 
(07.12.00), page 18 - page 19, abstract 



1-29 



Biomaterials, Vol 20, 1999. Milena Fini et al, 
"In vitro and in vivo behaviour of Ca- and 
P-enriched anodized titanium", pages 1587-1594. 



1-29 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



OCID: <wo. 



.02096475A1 I > 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



International application No. 

PCT/SE 02/01024 




Form PCr/ISA/210 (patent family annex) (July 1998) 



JSDOCID-<WO 02096475A1 I > 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record. 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the appHcant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

^COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

y^LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REF£RENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



THIS PAGE BLANK (uspto) 



